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(54) Title: PERCUTANEOUS ABSORPTION PREPARATION 

^ (54) J£&«J|K£!tt*l 



(57) Abstract: Percutaneous absorption preparations comprising 4-(2-memyl-l-imidazolyl)-2,2-diphenylbutylamide as an active 
ingredient together with an external medicine base and satisfying at least one of the following conditions (1) and (2). The prepara- 
tions realize sustained efficient absorption of 4-(2-methyl-l-imidazolyl)-2,2-diphenylbutylamide with low percutaneous absorption 
through the skin into the body. (1) Content of active ingredient in a dose of preparation: about 0.1 to about 10 mg, and (2) Size: 
about 1 to about 300 cm . 
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(57)B1»: 4- (2-/ =5~)\,- 1 -4 5 £V rj ;u) -2, 2-i?7i-JI/^75 KS*»*»t 

U TIB ( 1 ) ~ (2) tt-0(©*#$5SfcLr^^«j£iRJRS»SiJ*ffitt-r 

So *f§BJSSlJ^imJSA^t)(7)lJRJR1^(D^£l^4- (2->T;U-1 — rS^V'Jil/) -2, 2 -y^ i-j^f 

Omgt^is (2) *f*£3M&1 cm 3 O O c m -CfcSo 
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m m m 

[0001] #3&wr±, 4- -2, 2— s^^/v^/v-t^kcj^ 

[0002] ^^^^^^{CT^WM3A^y^S:^#:^f^ffl^i-§fb^'efe«9 (# 
M-CfcS (Bioorg. Med. Chem., 1999^, H7#, 1 151-1 16lM;##fFJtS^l) 0 

[0003] EI©SSft(c#5AP©S^WA/-e^^ tfc£ l^m* 

mx\ tt^W, ^^^^6<IffijHS^#5 1 ^>©^:feg|§^^•rv^5^-c*>5 0 

istti^itu mjz&mtkm. mrn&mam. mmsk^m\^m^ti. m^mm. 
mix. ti6m&mmt£m&&&\\ ^t^ma^mfm^mmmmm^mMu 
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[0004] — ;5\ i$m<DMMfc& n ftkUtm#i&M£>x^J*. •ffc;fe*>K93^?*y>><y— v 

^ A (Drug Delivery System) ©fcfcgrtf^ $fefe0>*WH£!l£H:~ IfcSrilrrStlltB, o 

PlS#», #^#C*^J^M#^J^f^$^S^S^^^A (Transdermal 
Drug Delivery System) g £tlX\ ^, S^S^W^^^T^^lWl*H- 

[0005] u&>u Bcmwj^—mmK£<9, m^xm^m^.mum-i^<, mmmxm 

w.frfemmxhz>z.k&£<%ibtix\^ 0 m^(Dm^mm^^^xmh±^^<v 
mmmmmm^^x^m^ntc^^MWim^m^m^mmmm: 
x&%ftmmx&<9, a^tcun^m^itm^x, n^^mm<Dmmm^m\ 

o 

[0006] #W^cmi:#IB^7-215943^# 

#W3Citfc2 : S^ISII01/34147^-/-?^W5/r- 

##fT-3Cfi*U:Bioorg. Med. Chem., 1999^, H7#, 1151-1161H 

[ooo7] mm-m^mmmmtvxm^hnx\^maj>,^j^mi^^m^ 
^gijf^fflirbT. mm&. mmmm, mm, rm, mm, pi wt«, mm. 

ti, mmmmmm#<DMfc'^m&ttmmM£tix\,^ 0 -mm^ -mm?* 
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[0009] #3&9§#£>ra\ _haz6bfc @ WS*^^<«St*ftftUfel$m, &34- 

-l-^Vy;v) -2, 2-i^^/K/^/kT^K^«^U *WB*!l»J«r£ 

(2) ^$^^lcm 2 ~^j300cm 2 -efc5 ; 
[0010] lim$Mftt\^X<D4- (2-^/V- 1 — T^Vy/V) -2, 2-i^7^=./V^;V 

Wffl&IS&ISr^TU TIB (1) ~ (2) <D^3K£fc-o(D&#£ffi;fcLT 

(Di * i ms-^fO ©W8&j£#^r a^jn&o. im g ~^j i omg-cfcs x 

(2) lcm 2 ~^J300cm 2 -CfcS o 

Mfje»J^it^V^^^jt$ijmMfp^J^#«tfrfBi^tB*(DM^ 
to. ^y-ry^^^A, pv^to, fe^^JJim^fp^^^K^TO^^s 
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Ky, ^y^vg^yyntvy ^ntvv^!)3-;v N hyr-fe^v, -^vv^kta-^— 
M^hvr^>, yv?^h>, ?L^-t?^-/K T^tv^-fy^ntw, :3-wy^, 

©I^fc*. aoyy^-y^TO, (m)yy=3-y^TO:feJ;i^yy^WJ^m 
(iv)^y3->^#jj|, ui?>&mm&£mmmmamkfcmffim<D 
m^frit, (v)ryy/^*m^#:, (vi)ryy/v^*m^#:^J:^yy^-v^# 
ig(Dia^^^r^ wcmvid^uis-4yy'\/i/-y>^i/y > ^y?&m&fc, *°yyy 
y^u^=f^ uit^mmtexmmMMftmkTkmmmm&^fr^&zm 

©la^^^-ftfe^ (ii-l)M«tt^»^J^N-^/v-2-t°nyK>', y°nt 0 
(ii-2)^MffiWJ^hyr-fe^y, yny^hy, fLSIH?^/K ^wrvgl, 

[7](i)^^jd^yyr3-v^#a^fe^,(ii-i)M«tt^M^N-y^/v-2- 
t°nyKy, ^y^y^yyyntVK yptf^yn-zK byr-fe^-y, ^-w/vr 

^y, yp^by, ?L^-fe^vK ^-wy^, t/ctttw/wn- /v^fcS/K * 
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iiimm^mmm^M^x, ^mm^m25mm^m35omm^m, m 
Mm^mmmm^m2mmM-m4oowmux^,m&mm^mm^m2mm 

[i3]^§u, -^tm.mMMt^mMM(DU^m(DA- (2-y^vv-i-^^/y/v 

) -2, 2-^^7^^/VT^K^^^^bT^#i-§ff)fEl^fE«(DM^Jo 
[14]4- -2, 2-v ? 7m^/V^/VT$K(DjfiL^aiS 

^-^•#^^0.5 0 59-^2 0 P^. ^JlOpg/mL-^lOng/mL^fgffl-eii^i- 

ttr IE 1 7^ i 3<d\ ^-m^^mm^mMo 
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[ 1 5] &ktfm~e&z>mm i ^mm^>MM 0 

[ 1 7] 7 a y^—nmtz.U^y^MX--h^ HtflEl 5 ^fa«cD§^J 0 

[19]4- (2-^/v-l-^^Vy/v) -2, 2-^7x^/V7Y;V75Klrtf^^ 

u>'^u>7ti^^m^, yj<v4y7^u>=f^ u^^mm^nmnmrn 
nm^monmn&mm^yyr^, (nd^M^mAm^M^xm2mmu 

100© At R<DN -^/V - 2 - t°ny K^*5 iUv'lfcfcte^nfcV^y a— /K 
^imiv)^^5>l«fitl5^^L-C^J2KS§R~^50«Ag|3(D^-W>'^-^^ 
U (vm$Mtt<Dfa^m&&U^&fch%00.5 0 ra~^)2 0 ^10pg/mL~itJ 
3n g/ /mL(Df5ffl-eii#i-§- TIE (1) ~ (3) <D'J>t£<bh-m$k 

(1) 1§^J 1 m^^J ^<Z)^^^*^^JO. lmg~^J2mg-efe§ , 

(2) ^$^^icm 2 ~^40cm 2 -Cfc5, 

(3) tt^#fl:0>J¥$J&3fcj2O jU m~^j200 ju mfJi)5 0 

[0011] #3)1 W ^£tU2\ &Jf ^<«i|5ltt^<£i m^^^v^ &m**b&mbfa 

[0012] ^mm(Dm^m^mmM(Dm^^xh^^7^iy>t^ a- {2-^/v 
-i — r^vy/v) -2, 2-v ? ^^/v^/vr$K-e^ 0 4- 

^Vy/k) -2, 2-^:7^/K7^VkT^Kte, #^¥7-215943^fg(D^ 
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T^m$\x&%mmt-&m-Mz-U. h/v^n^ Jfyy^i/^^ &£TfiyV7= 

[0013] ^m\m\^mBLWL&mmm<D^mmmmt\^x\^ mmmm&imw. m 
m*kw?L mm. mm\, mmnu mammm. ^mm, wmmim. mm 

mmm^mmmm, mm&mm. mm. num. mmm, m&mm^mm, 

[ooi4] *kM%mcmmmBm\kvxfe, m%.&. ?n&=tj». £=u^ m&+m=tj*. rs 

, *^u>-7*i?^>-x^ui^riy?$cm&fc(sBs)^ y=— ^3MtJ§i, ->y 
/V'ife, aHyr^y/wifoKj§?ft, ^jT^j/^m-rbv^^ ^vr^v/vmM^-^m. * 
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#/V/J^>y^VVi?/Vti— X^-hU^ (CMCNa) , tKn^xf fcK 
pdrv^ntW-fe/Vn— tKn^V^ntW^^/V-fe/Vn— ^(HPMC) (tKn^v- 
:/ntVvy^/Vi?/Vn— .X2208, fcKn^^y°ntVvy^/V-fe/Vn— ^2906, fcKn^r 
v-y'nfcVky^VV-fe/Hs— J*2910^h -^ynrf— ^ynrf — /k6000, JKytf 

/Kpva), ^yt-^/vt°ciyKv(pvp), T/v^v^^hy^A, r/v=¥ 

^#11 (n^y, M^^n-^^flagft:, ^^^pn^^y-fey^xv^/v^) 
fcW^yn— /i^, ^y^/VfcKn^h/^V, ^yiryv, yVl^y- 8 -9?b>, T 
5?tfT=U^ T^T^J^M, tt'r/vf}^ ^V-^/k^ Mi^yJT-y, ^7fv, ^ 

=¥^hy^ ^if-r^hy^. ao^ty, h^tfvK b^#>h^ aA^f^y, 

Q-fe!7iry V, t7iryv-7/yVT/V=3— ?RTy, 

mv^^'T/v^/v^is^^;v^m&i-&%!), gi^^vv^K y;vy^ ^y^ry^ 
[ooi5] mmm^mm^Mtvxn, mz.y£. n-*<?a>-2-\*uv}?^ L-y^h-/K ^ 

ntVV(lPM) , ^/V-^V^fyy^fcVK ^j-w^^j-w/^) ^ ^yy^v^^y 

Ill^twWDtr/i), ^y^y-feyvj|gjte^^/v, y/^?>mffi 
^^^r;v{^rj^ru^>m:y^y>, MJtw>iy^t7v, -t^^wy^y 
/Mf , ^y^^^^wyy/vfc^y^^TvK ^y^^^^wyy/vtVMB 
M^^^/K^yy/v^— h20, #?yy/w<— h60, tf?yy/v-<— hso, zKy^-y^ 

— /m^^^vk zKy^^y^wv^yyv, y v^hyy^y^^y-^i^ 
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oo, 7Ky^-df-->^^-i/V7Ky^-^^°ntw^y=i— /v (^y^v-^ w(i60)^y 

^-df-^°ntV^(30)^y=i— ^?y^-df-^3z^-i/^(i96)^y^-df-^°atW(67)^ 
, ^yJ!gJM^y^y^vyfj^bt^y$K ^y^y^wytr^>?fiK ^y^ 

?ft6o, ^ytw^yxfvy^^- /k ^y^Tyy^°y^^yy*y=i— 
yy^yn— /V400, y^y— /k r-fehy N g^m^VK ?L^^vk hyr-tr^-y, ^y 
r;v, s*3^yvcn— ?vk ^ey^^y— /vr^v, v?^y— /VT^y, y^^vvr^y 
2-^/v-i-7°u/<;~- /k 2-T5:y-2-y^-/v-i-y p i3/^v ? ^-— /K N, 

N-iWvVT-fehT^K\ ^y^/V^/V7^driXH\ K^V/KVVy^yK ff^Hr 
y— /K 2-y^y— /K y'y-feyy, ^tT;vn-;v (7->P/V7/V3-/v, ^fy^w* 

y— /k ^y^ry/vryv^— /k ^y^wK^y— /k tw/vT/v^-zkf) „ 
•/^y^ mmm(*y°v>m. rw>m. ±^y>m. vj^>-m, ti/^s 
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/k r.i&mm^^/^M(~z^»m^^/^, t/^vg^wntf/K ryt° 
is&fMy^ttAAt) , -r^m, xsm. *:a>y^y, d— <?y=*— /y «ie& 

[0016] ^tt^j^LTfi, 09*.r^ ^yy— /y ^ry/yr/i^— /V, i?yy— /K 

^nd- /V4000, -v^n=f— v^nrf-;H500f) „ -feh^yprf 

— ;nooo, ^y-tyy. ^ey^ry yfifcn^yy^Ua— ;vm . mWcm^^^y L 
/HKy^yy^-^y/y ^ryygiy^/y /^v^y^Myy^vy ^y^y 
6i-fyyntvy ^y^ygi^y^yp-K^y/y ^y^y^y^/y y*v±v>mffi 

i&y/nf^y, ^yy^yy^y^y^i/yy/vtvk hy^wy^y/M^y^ 
/ntvy^yn-;Hi|Jtei|x^T/v, ^y^^^wvy/vtVMtM^^vv ( 
#?yy/w<— h2o, ^yy/k-<— h6o, *Kyy/w<— hso^) % ir^^wy^y/vtr 
yy, tfVttiy^u^yy^/vy^/v^— -7vy yKV^r^y^u^mikt^i/m, 
^y^-^y^i/y^t:t-^y?ffi60, ^y^y^y^(i60)*°y;^yynt:vy(3 
o)y*y:n— /K -^ynrf— /V6000, y^y^/vyy^i^/w^yy^— k yy^vvtf? 
yyn^y-^^f^^f^a^ #/y^yt^/ytfy-^— , y^/v-fe/vn— t 

— TsrYWJ*. ^i-fe/vn- ;*^y<^ ^kv, y^y- # --f- 
yyyy^/v^yst^by^ ^yy/vt'yBt^by^ m^b**iS(»^yy 
yy#), (r-^yKift, y^rtt, yyy?ft, 5yy», i^yy— 
-\ry$K ^-—%ym. ±&m. r^ffl, h^nn^, ^-y^», t-^vvm, mmm. 
^-y-y», t-^y», ^m&^m) . *s>y^y. ^a^, i^ys 

tfr=*\^ dr^yyy;^ ^y^y, ^yh^-fk T/v=¥V^-hy^ 7/^y 
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[0017] Wtifflkix^ m*.t£. T/v^evK?ft, ^-y— zfm, t-w 

yi?yy, tffEib^yy^y, sgiTMb^yyy, ^t^ir/kn— ^ N v^p^-;H500, 

^yy^y, *yywy, fts^yyy. ^mmmmhv^v^jb\ ^y^Tv>myy± 

[ooi8] ?u^j^LTfi, ^y*y vjuteHft^^ (^ytw^y-tyy, 
l^wvi^tuy, ^ey^ryy^yy-fcyy, mmm^ey^TTV>m^v 
i?yy. g e?ufc^y^ryy^yi?yy, hyyy^ryysi^y^y^y^ 

yyy-fey/K */tW^!)t!Jy'^WW!)t!JV^ntVV^!)3-;V 

^y/vif^y, ^eyyyy v^y/Mfyv N ir^^wygiy/vtfyy, ^ey>wyy 

^y/nf yy, bv^TTV >my^y>, ^ty^v^-^my^^y, y^v±v>m^ 
m^T/^, ywu^v^—^mmm^T^, *°yyy-feyyjigjM^^/K ^ 
y^y^i/yyyi?yy£gjM^;^/K ^y^ryy^y^y^wy^y 
iry>\ ^y^-df^^^-i/^y/vtvMiJte^^/v(^yy/v^— h2o, ^yy/v-< 
— h4o, #?yy/w<— h6o, ^°yy/^— h65, *Kyy/w<— hso, ^y^y^^v 
y/Mfyy^ey^yi/— K ^ytuvi^y^fwy/vt^y, Mj^-wyi^y^- 
dr-^^^wyy/vt-y^y. ^h^wy^y^y^^yy/vfcVh^) , twyn 

/VIOOO, v^a=f- /V20000, -v^nrf— /V300, -v^nrf— *Ky^ 

^rc^-i/^w/v^— ^/v, ^y^y^vyirK^ry/v^— y/K /tfy^y 
^i/^y/vevKynr^ ^y^-y^vy^W/v^— y/HJy^yhyy^. *Ky 
^y^i/y-fe^vv^— y/vyy^-yhyy^ /Ky^v^^-w^y/y^ yyn-^ 
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^^^^wM20)^y^-df-^ o ntV^(4)ir^/V^— ^y^^^i/^(20)^ 

y=3— /k ^y^Tyy^^tvvy/yrn— /k v?^ry^^*°y^^-^^y=3— 
/v, ^/^y^^y^f-w^yn— /k ^y vs&£*^*y— /vt^k, ig^^^ 

45, XTTV >m^V^iy/^55, ^ffijmiMv^y— /KT^F\ iftT/^-/V 
r71/>\ #^r— #y^>\ Igffl^^ ^T/Vdr/Vv'T^/^^/^y^ 

M^yyv, ^^bt^v-^^y^^-T/v^r/^^v^/v^^^^^ 
, s^y^wv— /vr^ hy^y— ;v7^y, -fe/^vg^v^^vK ^y— /k 




WO 2006/082888 



13 



PCT/JP2006/301759 



—*r?v : m&y-y9^ i?yy— /v-affyy/w<— YWM&V-y?^ ~\z#;—;\"ZE/7s s r 

^ry/MM^hy^A^i^ ^yy^y^/vy^y^MJte^^/v-^yp 
>>a, ryy^n^fy^, ^^M^hy^y-feyK, N-ry/v-L-yVH^y^- 

^t^yyvy^^ Tk^^y^A, *^fw-hy<7^ *s>y^y, m 
s^swyfy, m^yyy, ^/vrntrvvvj*. ^v^mwtrbv^ 
, 7^mmiju±wj>mn, ^^mmm^v^mn, T^mmuy/u^r^—^ 

[0019] *g«#j£iycrau m«\ ^>m, m^^m, ?^wti-bvv^ m^m, 
/^m. di-yy=m y-^^m, -^wygi, mm, fim-rbw^m. &vm, *<7# 
. Tkmm, mm-rbV 1 ?^ v>m. v^m^m-rbvy^ yy^-^it^y^ 
v>m~7km^hyi7J>>, MTRyy-^-TK^hy^, tt^yy^&kit^hy^ ^ 

m^v^m^hv^. m^v^m^i-hv^, v>m=~rhvvj*m) . yyy ygi^-hy 

[0020] g^SlWJibtti, m«\ hyr-fe^y (y'y-fey/vhyr-fe^— h) % yny^h 
y, fcit, ^y— /v, ^y/vy^-/K*/i^3r>F\ ^^ffi*. ^/y<y?a (^s^ift, 
3j-vyy?SK T\y\f>m. L-yyh— /y d-y^y, yyhy, t°^y N t°-<yhy, r- 
/vt°^y, ^vvtvyy, yvvtv— /y #/w<:*— „ IgJte^^^/K^y-fey 
/wey^-^-k y'yiry/wey^j-i^-k ?L^Hr^vy ?L^y^/vK:ry/y y*y 

k yntvy^i)n-;^ytv-h, y/Hf^y^ey^y— k y/vt^y^ey^-v— 
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^l/V(2)^y/i^— 7VK ^yt^r^xf (2) tv^^-T/v, ^y/]^c 

, ;*yy^y^#&f tbtv5 0 
[0021] ^jffij^Mfo^j^L-cti. y*yi?yy. ypy^by, t^vm^ ^t^y^y^c^y 



[0022] $e>^5«j^i^L-cf* N mmtm m??->m ■MMmxm (#^y>\ ^ 
y-h^k aiteaE#&^) ;^?ftW(y^yhy, t/i^v^) ;D-y/nfh-/y ; D- 
y/vtr>-/ng; &«;#ffi^tt^j(*°y^-^y^^ys!^t:^i/?*2o, ^y^v- 

— h20, ^yy/v-<— h60, ^yy/v-<— bso, ^y^v-^^yy/Mf^y^ey^ 
ng) x ^y^-dr^^i^y«^^/v(^Tyy^y^^^4o^) x y 
/vtryyigKii^^/K^y^-wy^y/vtfyy, hy^wy^y/n^y, ^ey^ 
•yyy^y/vt^yy, i?^^ wy^y/vt' yy#) . g a?UkM^e/^Tyy^y 
iryy, ^y^ryy^y-tryy, ^y^ryy^y/M^y, initio 
„ -^n=f— ^^n^yn=f— /v, yy^^hy^^y^y^^y^y/v 
x-t/v, yy^^y^y^^wy^W/v^— 7vk zKy^^y^^yyy^ /V7x 
^/kni— ^y^y^^y^y^yvy^/^— /Ky^y^i/y/K 
y^^°ntv^y=3— /V (^y^^^^u>'(i2o)^y^^y 3 titvy(4o)y , y=3 
— /K ^y^-driy^^-i/vdeo^y^^ntvycso)^^^— /v, ^y^y^w 
y(20)^y^-^f -yy o ntw(20)yy^— . ^y^y^i^y^y;<h3ryy 0 nfcV 
y^y/i^h^y/i^— tvK T/i^/vry/v^y^—TVVT/v^— /K tfDtti/ 
^^vvir^vv^— -tvk /Ky^y^^y^W/vr^y, ^y^y^^wyy 
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Oi&lg, ^^/VtRn^v'T^y— /V(BHA), v^^^/VfcKn^v'b/Vrn V (BHT) . D 

fcm, y*yi?yy, ty/vpy^hy?^) ;3f #)|sK^y#?tiK ^-i/^tt^ 

iBU :*-<T^yh$K ^a^v^ T^tfViflK /^YV^/K fc-^ir^ift 

, ^/H/W, d-#yy/k dl-#yy/K d-^/l^M"— /V, dl-^/l^M"— 
/V, dl-yyh— /k /K /V, U-y^vl^y^vk iXV^T/V^ 

-y^/k -fy^WV— /k $*n^yvcn— ^/k 

^a^^K, ^*^yy-/k ^^gjw^(^-wy^#). ^^yt7 

n^yy, 7^) £>*l5o 

[0023] ^ffi^J»J^b-C, (tfVT7V/vm& XTf^ttD 

m^fc. t;vn- ^2*f*, tfyif^/VTVVci— /K -tfy^y, ^irVy, /tfy^yy 

, mm&Mft+ik&Vo mm=fJ», yyyvyrf a, ^fyy 
yyy^i/yyn S /y#m'a'ft:, ^f-^^yxy^i^^ ^y^^ yyv>, v 

mm.wMVo&mm&v-zrm. ^y^m, yvx$K mmm. h^^n^yi, ^ 

— #y?ft, t-^y?s N =?v?ft, T—^vKi, y^dr?s, iyyy?ft, 5;yy?ft, i^-y^ 
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[0024] s^^ra^j, #(^#^j^*dv *xmm<o&0ftBcmmm&m>itit> 

#:(SIS)^, 3^=^31, #jEjfc*&3R, T^U/l^ vy=j— tf-/i^— tVv^ 

[0025] *&w<oBL&mmMM<oo%7?*#—mz, B^mm^^nx^^, 4> 
xhv>m%\mnmmiz£%m\m<D^Mtinmw:fcte\^x, #m«^j5o g ~^ 

[0026] «|PJ ^*5V NT, 03aXfmtt#JT&«9, 
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I^i)|Xili©!Af **©JI$(4|)10 m m~#j2000 mX*$>% 0 

200 ix m&£<9&^<, #^20 11 m— ^3200 ^ m.&&tL*\ 

, 1x1300 m m— ^12000 /z m^W*b<, ^500 n m~^1500 11 m& J;i9#?3;U/\ 

[0027] «IK kjjsv vr\ tM^-efe5^^7xtv-y, &£Tff\-mMW$\frbftZ>*ti 
[0028] ^^jib-cfi, #^^uv-ry7Vv-^^wvyn5/^Jtm^f*, ->y=i— y^ 
^Tc^w^v^-ryyw-^wy^n^yjtm^, *°y-ryy^-i/y=^ ns? 

(DSIS-5009, SIS-5229^^W*b<fflV^n§ 0 '>y=»— y^#5s^bTf*#^Pjl^$ 

ti^v^ ^^y^±(DBio-psA q7-45oi^#W;£l<j^W5o *°y-ryy 
^i/>-=f^i!b-c»#^isB^tt^v>^ N ^5>T-i^y^yy^i/y(^?*L<«, ^y 
y WbfttS^w^^^MML- 100^) ^j^v^fcteig^A^yyyy^- 
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^t;v (^v-;vjfj>) KE3 1 1 ^WfL<fflv ^;Ti3o ^S^fiM^p^b**TO £bT 
f*#fcRRS£*i/£V^ ^;lKb^X||^fcM®T/^3>'P-l00^W*b<fflv^^>tL§ o 

[0029] «HK ^*5V NT, ^mMmmm^MAKm ^T^0ir*%~^99.9S*%T 
fc^^/W^LC ^3O«M%~^97»*%T^r^^j;i90^bV\ 

«^j20g/ / m 2 ~^200g/m 2 Tfe^ o /<yZfffl<DM&l^ ^lOOg/m 2 ~^2000g 
/m 2 7)W*LC i«9^b<^500g/ / m 2 ~^1500g/ / m 2 Tfe^ 0 

^WJ^IB^i-^*^LT«^^7^^V<Dl«*$|3^bT^j25ff*$|5~ 
^35O»*»^(D^W*b<,^25a*fl3~^16O«A»X.§(Z)^j;«90^ 

[0030] ^K^fflVN^^^^^^{^^J(D^.T«, ^f^t©W5(tt 

[0031] MH^tt^^j^uT^, mmmmm^^m^^m^y^^/^ 

— , aWK#y°y^, Tv^y^L ir^yy^ ^y^ygg, ^-w^^) 

, ^K^i^^/HgCir^yy^v^^vK ir/^yy^y-fyyW/K Tv'fcV 

K^V/v^J;t^V*fc«^»/^yy>'7)^M^§ia*fc«2«^±^0^<^ 
#^y^y0gyfy;7 p nt7K ^w/vr/i^— /k ^wy^ t/^i/yi^xf/v 
„ Tv^yg^yyy^tVK hyrir^-y, ^yyVkT/i^— /i^fcteitt^y^y 

fc«N-y^/v-2-t°nyK>-^J;tJ ? y 0 ntvy^y3— /v^^b^o^^bVN 
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M§^tt^Jift»LTN -y^/v - 2 - t°iny KV^D^SA^LT tt\ -f$yy ^ 
^V(DlffMf|5^^bT^2a*fP~^100«M»x.§cD^W*b<,^3«M 

»l»i^^LT^2«*§P~^100«*»^(D^W*b<,^3»ig|5~^J 
2O®*^Px.^(D^,i:(90^bV \ 
M§^tt^#j»LTN -y^/V - 2 - t°ny K^*5 £U?y°t2 tV^y 3 —;v% 

M^tch(D^m^&t\^x^^yy^^y>(DimAm^n^xm2WA^ 

o 

[0032] ^^i©ffi»J^LT{i. hyTir^i/, JJgJte^b<f«Jte^T/V=-/^g 

?L^i?^/K fL^J-y^VvK^V/K yy-fen— /i^ey^yi^— k yyirn— 
yy^ey^yi^-k y/Mfyy^y^v-Mg)£W*LC tl^WVl, ^"W/v 
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[0033] ^c^^^^^ftHtrBl^it^^^iR^^/^^f::, -f^y^^tfnffi 

tctemBmmfemm*m2WAn~m4oommmtt£tix\^\ h^ttmm 
[0034] *mw<Dm#mx, ffimm&£xf/tttemimitM%m&vxh&\<\ mmm 

[0035] ^mm\zte\^x, %mm<D?\-mmmmbLsX^ (Axo^v^.-fyyv^.;*^- 

W^n^*l^it;n^lfl©|l^^fcf, (ii»y=*-^*fj§^ (iii) 

„ hyr-fe^y, ^<isi?;vT/v^x— /k N-y^/v-2-fc 0 nyKv, ^ntvy^yn- 
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[0036] PU!*, (A)^fW^y^y^fVV7 > P5'^*l^fc > iU ! P^^ii 

yy^-y, twvi, fLSft-fe^/K hyr-t^y, $y^^-fyy°pt7i^yny^hy 
yny$h^-e&^\ (A)^yrr— >^Mm&£Tfvi?>^mm<7)m.^t>^^ &x 

7?fc3#\ (A)->y=-V3l»J§i, n^y^^g^i^g^^P^^^K^^g^ 

la^^-gr, *5j;t^(B)5y^^-v^yy 0 ntvv, ^wy^, tW/wn-;K 
— /v^yny^h^-e&^/K (A^^v-yyyuv-^i/vy^y^^, *Ky 

/v, ?L^-fe^-/K hyrir^y, »^yy-Yy^y^y^yyyt2tVK Mb^y:? 
^yfc^wy^, ?5ft»]^^7y^yi:^-W/vT/v=3— /v. »^7^y t%Wt^^/> 
, ^s^yy^y^hyT^y, ^s^yy^y^ypy^hy, ra^yy^-y^y^- 
^m^yyvt'sutyti^hy, Si^77-fyj:twvi^p^^v, ^i^y^ 
y^w/vr/v=3— /v^yn^^hv, mWi^yy-o-tfim^^ty^^hy, n- 
y^/v-2-t°nyKy, yntvyyy=t— /K N-y^/v-2-t°nyKy<^ytitvy 
yyn— /v, »/N7y^yi:N-y^-/v-2-t 0 i3yKy, »/N77^i:7ptvy 



WO 2006/082888 



22 



PCT/JP2006/301759 



mm^m^*?^ &£zp(B)^u4>m, ?l^w/k hvr^>, *u4>mt 

*>5fl\ (A)^!)3-y|fJ|, *3j;U«(B)tW^, tW/V7;V3-/v, tW^ 
^i:^n^h^, N-^/V-2-t°nUK^ y°afc:Vy^y=3— /K ^ti^h>\ 

m<z>l&&&t>-&. £mB) $y^y^-r yy-ntVK ^fc^y^y^Kyy^t 0 
xf(B) M^yyyy^y^y^yryy°nt7K m.m^yy-0 b^4>-m. mm 

^yyy^W/VT/v=3— /k »/^y^y£?L^H?^vK UWi^yy^bYVT 

^yy^>b^ru^;vT;v=i—;vbyxi^Y>, mWi^yy^b^M^^vbyny^Y 
y, N-y^/v-2-t°nyK>\ y°ntvyy'y=t— /k N-y^-/v-2-t°t2yKy£y° 
Ptvy^yn-/K mm^yy^b-N-y^;v-2-^tiWiy, UWi^yyr^by 
Ptvy^^-^, ^ib/^y^y£N-y^/v-2-t°i3yKy^y°pfcVyy*yr3— 

/v, ^t^mm^y^bYVT^^byn^Y^'Q^o 

[0037] «K ^*5v vc #^0*lv ^ffl#JS». (0 (a) M^J^fi/y^y^ 
by, yrU^>m.byny*Y>, 3ru4/\/T/P=i—/ubytiy*h>, ^m^f-^byny^ 

hy, hyrtfyt^^*hy^^\ Gi)(A)f^^j^>y=3-^wsg-efe i 9. 
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t^by, tWV^P^h^ ^fc^W/VT/v=i— /vi:^n^5h^-efc^^\ 

(iii)(A)ftii^fi/V'>r//i'V'^^n^*i^ zKMyy 

. hyr-fc^y, N-^/v-2-t°tiyHV. ^ntVy^!)3-/H5j:l>7n^hy^ 

WVl, 2}-W/VT/^-/K fL^tr^vK hyrir^V, yny^h>\ Mij^y:^ 
V^y^Vgi-fy^ntVK itt^y^y^Wy^, »/^^-fV^^-W/v 

^y^yny^by, un^yyj>bv)^>Wi'<yy 0 v\i°;vb?ri^Y>, ira^yy 

^bJr\y(>'Wit?vy^Yi/, mm/<yy^tJr\/s(;vT;v^—;vtyv?^Y>, U 
W}^9y^b%m-t^^b?v^h>, N-y^vV- 2-fc°nyK>\ /PtVy^JJa 
—/v, N-y^/v-2-t°r2yK^i7°nt:wy > y=i— /k Mi^yyyyirN-y^vv 
-2-t°dyK>-. »^yy^yi:y 0 pfcv^yy=3— ,k ^.xy^^N-y^/v 
-2-t 0 P^yt7°ptvy^y3-;K ^cteMj^yy^y^byrwy^yny^b 

[0038] ^^SMM^®raM^J^«it^#:Sr^i-^^##:«#i-RB^$ tv&v > 

^y^i^y, rc^wi/tf^/kT-fe-^— k ^y^ntvy, /Ky^^/v, *Ky 
^ Mr, IS*, «ft^^^^§mjg7^/^^rfb^(D^s^^7^^^-e^ 

yw^*fc{*y5/*WJ3g^^a^bfc*s, yy^^yy^/w^y^wy, ^y 
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[0039] #^W©#*LV^-5-;#ifcH\ 1 0 1 0 lUk *>5V»f42~7H©ra^llHia!r5 
[0040] flfrf+SWfrtt, #^RBS£*l&v ^ #il;UW<^ BfiSP, HSP (0*L<tt, Tfll 

aw. jftgp, wsp, m§p, wn&tttefflm&&i><te, ±smftw. &<bt±gm 

o 

mmmmm (oab) ^#5«m-m^i^«:«ttK*ffiWfi0im (copd) 

50 

50 

HHH lOft 1 ng/mLtifeo fc c 

•So 
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mL~f)10ng/mL©jfl^«Slrli^-ef5^Jtfc5c 

*9#?*L< fcBfa 100pg/mL~^3ng/mL^£>«9 , £fb^0£b< ^ lOOpg/mL 

2 0 mx&Zo 

[0041] «0j!^*5V>T, JifBtht-^tt§#^ife^liit^*i#«^*(D^P^iRMM 
©iH^ifiaottM*5^\ lM^J^^V^{il0S^J^^O.Olmg~^JlO 
-a-tt, lM^J^^v^^^l[HI^^J^^^:^O.lmg~^lmg^ia^i^^i:^0*L 

C l30.2mg, ^0.3mg, ^0.5mg, *5j;t>^lmg^ J^f^LVX, ^fc, 48B#Pamtt 
i-^S^^lRMM^J^^^^ l»J^*>^V>{il[lI^^J^^0.2mg~^2mg 
^gE^tl^^W^LC ^30.2mg, ^0.3mg, ^J0.4mg, ^0.5mg, ^0.7mg, 

^^^^fi«^*f*^(D|tJ0.005K*%~^3O«ft%^S>5^i!^ 
0*L<wmO5«i%~^JlO«*%-t?fe^^^J:l90^bV\ 

[0042] #3BWfc:*3ft5, JifBth^^it^^jfe^mit^li^i-s^fe^^^iixMM 

1.5cm 2 ~|tJ280cm 2 ^j;«9^LV\ Z^?**— ft\X$bZ>W;S\^ ^lcm 2 ~^J140c 
m 2 #W;£b<, #^^jl.5cm 2 ~^4Ocm 2 ^0^UV> o ^^J^feS^te, 140c 
m 2 ~^j280cm 2 ^W*bV\ £fc^<^fim^ft§t><D^&oTt 

[0043] lJ:*3ft5^r^^fcS-r^7ai^V^}*, */c{»fif 
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[0044] -ustm^ ^mmm^m<Dmmm^Mm- m^-v^^K ^mm^^mm 
ftmrnfttp^mmmtom*^ m&mumm^^m^, mum 

[0045] ^*f*^^^S^^IiSfi, ifeft!RiRjSaf^ii^Wl!:»»Sr-^^., BcM 
[0046] — ^^M^f^*##:^^^bfc^^jt^^i(jt$tbT^Lfc 

mmm4^y^^(D^m^m^t^x^mir^mM^ffmir^\ mums, 
mmm^mmm&mummm^m^r^t^x^^ 
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[0048] ^mm i-^v n-c, mm^^y^-f-^t^ ^vy^-r^^^mmtsti 

-i-i/is&ftftimmu mmmi^mmtmamt^mv^^xhtim^^ 
[oo49] Km vr\ mmm^xmmmm^u^-m^^y^^t^ 

[0050] ^K<D^^iDlS^JcD5^,I^#^J«^^^3tfe^J:oTM5ti-^ri: 
Kmm^m^^mXh^o $?*L<^*tJ20 o C~^)60 o C-C\ ^30#~^60# 

m&te£xjt^mmmm&mi%(D^^-xi&^mm£thZ>o ^mm^wmwrn^ 
[0051] ^mm^m^Mmmmi^ mm, uw, mitmm^mm^^r^mw- 
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<DM3&£TJ^lKmfc{&Kt$tfcfem&%rt'Z>1tlb* (OAB: Over Acti 

ve Bladder) fcmmfc' . H&S, 'Sttlfl»W^m(COPD:Chr 
onic Obstructive Pulmonary Disease) N ii§t$tttIJI;GE{j^$£ (IBS : Irritable Bowel Syndr 

ftmwztt. um.mm.mt.mmmm.mm. n<omnm t .&3x*mx&*f)&mm 
x^^.t. &m^hwmm^m^^^t^x^tc^mumx^^mm^ 

«©«S:lRl_b$*feaflflf»»Ji3fc(OAB) "ffiS. COPDSSfcttI 

BS^^^^^^it^/^^^tL-C^^rffl^fcSo #1^ COPD 

x. ^mm^mmMmm^xxm^mm^^mm^mm^^t^ 
[oo52] j^t, mmm&mfT, ^h^mmtrmimmir^K ^mm<ommn^tih 

[0053] rnwMi-. 

V^#J§|(Q7-4501, ^^--v^|±®) (1.975g) ^^7xf^y(2 
Omg) , ^" W/VT/V^— /V (200mg) *5 iU^P^h^ (200mg) ^t5c£*-Ote;f 
*f*^MMbfc 0 (Scotch Pack 9742, ^D— rnJwK* 

^T|±M)-L^ J¥^^(^125^m) T^y^r— ^fflV>TM®bfc 

my4-i— Xm \ 15mmg (1. 766cm 2 ) ©R^f^ybLTSi (3£J&9^*: lm 
g/10cm 2 )^BLfc o 
[0054] ^ifeF!)2: 

^y=i-^^g(Q7-4501, W^—^/>f%m (1.975g) ^^^-^W(2 
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Omg) , ;frWVfifc (200mg) fei^n^fy (200mg) Sr#ffc£*TJ|ft^r#ffc5ril 
MbfCo ^MWfc&VV—^^— (Scotch Pack 9742, ^y— ^A^/V^T|±M) 

#:ffi£i»(^50~60°C)-?\ 205>lffl*&»b^, f^Lfc^Wfrffi^il^-Y^ 
— -eSV\ 15mmt (1.766cm 2 ) OR^^hLT, MM (^fi$H£ft: lmg/lOc 

m 2 )&ffs»iUfco 
[0055] ^«<I3(1)~3(13): 

^^^^(20mg), WT©ill-^t*!lfi, *3<J:W<Dm^ffl^J«!J 

(^^/V^)^ffibfc^«, ^ra^^U-C^nn^/kA(7.5g)^fflb^ 0 ) 
, 15mm# (1.766cm 2 ) R^t^K^^M: lmg/10cm 2 )^Mb^ o 
[0056] [gfl] 
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* 1 



mmn 








3 (1) 


S I S (790mg) 
ffi $>fe p iy y zj'. X "r /V (990mg) 


T is t: y V p fcW (200mg) 


3 ( 2 ) 


S I S (790mg) 
ffi gfe n *J > a-- X /U ( 9 90mg) 


ir^^v-^BS^^^^ (200mg) 


3 ( 3 ) 


S I S (790mg) 
S^fen ^>-^.X^/U(990mg) 


flfEtfr'^ ^ -Y >"(200mg) 


3 (4 ) 


S I S (790mg) 
ffi ^ fe P >" J - - * ^ ( 9 90mg) 


>t W >"ff£(200mg) 


3 (5) 


S I S (690mg) 
Sgfefep ^>aiXy"/M890mg) 


5 y x^>gg-f y:/n tvu (200mg) 

y P y 5 h > (200rag) 


3 ( 6 ) 


S I S (690mg) 
$3#>fe P ^ >^ x y^/u (890mg) 


yj~ lx--f yVT/V =3 (200mg) 
y P # % V 1/ (200mg) 


3 (7) 


S I S (690mg) 
gigfcfe p yyx.x -r >v (890mg) 


^ W >St(200mg) 

y p i>y (200mg) 


3 (8 ) 


S I L (2. 225 g) 


5 y X"/-> Y V"/n t°/K200mg) 


3 ( 9 ) 


S I L (2. 225g) 


ir ^ is >"gt y^xf/V (200mg) 


3 (10) 


S I L (2. 225g) 


^ U4 /UT/lsz*— /U(200mg) 


3 ( 1 1 ) 


S T L (2. 225g) 


^ W >BI(200mg) 


3 (12) 


S I L (2. 475g) 




3 (13) 


NK(2. 96g) 


^ ;V7/V^-;V (200mg) 



S I S : y^^'Uly- 4 y "7" Uly- y,^-Uly 7° -a y y 

(S IS — 5 002, B =f A%bS) 

Sfeo^yx^f ^ (KE-3 l l, MWk^HMmH) 
SIL:->'Jn ^«Nlg (Q 7 — 4 5 0 1 , y" -7 3 — - v y"-?±M) 
N K : N i K a z o 1 

(T y y /H-xv/Vy a >M*t«SlJ, TS-6 2 0, 0 — h lUttM) 

[0057] Hife094(l)~4(ll): 
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xj^Tmm2^ir^:<Dm^mnmm^^^j» o.375 g ) i^m:^x^mm 

fc&mWLtCo ^MWfc&VV—^^— (Scotch Pack 9742. ^J^^/U^T 

4^—Xm\\ 2cm X 2cm (4cm 2 ) ©EMi^ybLt , (^^4:0.5 
mg/lOcm 2 )^^^ 
[0058] [M2\ 



m 2 













4 (1) 


2 5 m g 


S I S (0. 8625g) 
M M fe n ^ > :x x /V ( 1 . 1 1 2 5 g) 


^~U4 >m (125mg) 
y 7 u ^ ^ h > (125mg) 


4 (2) 


2 5 m g 


S I S (0. 8625g) 
yyxXf/V(l. I125g) 


^ * U 4 )V 7 As /W 12 5mg) 
y 7 n ^ ^ h V (125mg) 


4 (3) 


5 0 m g 


S I L (5. 3125g) 


>}" ^St(250mg) 


4 (4) 


5 0 m g 


S I L (5. OOOOg) 


^ W ^M(250mg) 
^7 a ^ ^ h > (lOOmg) 


4 (5) 


5 0 m g 


S I L (5. OOOOg) 


^My-Y ^BK250mg) 
y 7 n ^ ? h > (250mg) 


4 (6) 


5 0 m g 


S I L (5. 3125g) 


yf U 4 }VT /V xt — ;v (250mg) 


4 (7) 


5 0 m g 


S I L (5. OOOOg) 


yj~ U-Y /WT^xi— /P (250mg) 
y 7 p ? 5 h V(100mg) 


4 (8) 


5 0 m g 


S I L (5. OOOOg) 


IT U-*Y ;V7;i/3-/P (250mg) 
y 7 n ^ 5 h > (250mg) 


4 (9) 


2 5 m g 


S I S (0. 9875g) 
ie^fin yyx^f/V(l. 2375g) 


¥L^irf-/l-(125mg) 


4 (10) 


2 5 m g 


S I S (0. 9875g) 
yy:a7/Hl. 2375g) 


h y Tir^f >(125rag) 


4(11) 


5 0 m g 


S I L (6. 1875g) 





[0059] mMM5(l): 

^yyVy-^i/yyi35/yJk^-#;(siS5229, B;fc^c=?-M±§9 (20 g ), 
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-100. ffuwfc^xmm) (2o g h mm^y^w^v-^^ #*?tiM) (3 
4 S ),vj^>m4yy°ti}iyv(u^mm^tm) (5 g ), ^xxM^y^T-^as)^ 

(PET75 m) $&H^©J?^^100 |im^5 J;5l!l®JEU *t)50 o C 

W^50 ju m) "CfllV \ 3.2 X 3.2mm ( 10cm 2 ) ©E^ITgfcjfryM^C M^J (^)&# 
•^i:lmg/10cm 2 ) SrffeKUfco 
[0060] HJg#!|5(2): 

tft^*^y-fy^^v(«^5/^MML-ioo, *.?y>itmkM) o g ), <s 
^i^y-ry^i/^^/^y— /vbi2spn, BASFv^^tfcM) (7 g )^fvy- 

4yy°^ -^W^i3^#m^#:(SIS5229, B #^&=rMfc$g) (20g) , 
/V#A(KE-311, milKb^X^|±S) (lOg), JJg^lSfP^TKmWJJKT/^VP 
-100, m;iK»XaStfcSD (20gh ffi3b'<7"74>'&Vah—A'352, **?#M) (3 
4g), ^-W/VT/^-/K0«M±S) (2.5g),^n^K^(^iHb^±M) (2.5g 
) , fej;iM^7it^(ig)^ty|:}|^^*t)(ftt«^iliLfc„ 

MfMv/y=3->^aUc7-ft- (PET50 /i m) *&S^<©M£W#*I100 

Lt^m^W-^^MW- (PET15 ix m) -C^V \3.2X 3.2mm(10cm 2 )©HA^C 
TJ^hbT, M^fJ (Xj^^*: lmg/lOcm 2 ) SrfEgiUt, 
[0061] ^fife$j5(3) : 

^^i*°My^^y(t^^^MML-100. ^yyitm±W) (3gh {£ 
^MMy^fUXt/V- /VB12SPN, BASFv^/^ltM) (7g), ^fl/V- 
-fy^VV •^lxV^ti^#km'a'#:(SIS5229, 0^^A|±^) (20gh 
/^a(ke-311, mjiKb#x^|±M) (10g), am^fP^b7K^«(T7^VP 

-loo, ^jiKb^xnttM) (2o g ), »^^^(yy^h-/v352, #^*±M) (2 

9g)^Wyt(0«l±S) (5g), yn^hy(^iH^|±M) (5gh *5£W 
^V^^y(lg)^^y^^^$^:T^##:^MMbfc 0 ^##:^ 
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^y=i— ^aLfc7>ft- (PET75M m)_h{^ ^^(Djf^/^lOO/* ml^feS 

(PET4 it m/PE20 ,u m) "CSV \ 3.2 X 3.2mm (10cm 2 ) CD H^ff^ 
#S*LT, MM (±^t:lmg/10cm 2 ) SrfEKUto 
[0062] Hife^ij5 (4) : 

i/y=3— V^»^(Q7-4501, ^^—^^±m) (74g), ^^/^A(KE-31K 

mjiKb^x^i±M) (2o g )^y^^-ry7°ntvv(0^^i±M) (2.5 g ), ^n* 

^hv(^p#fb#*±s) (2.5 g ), &£w^7~^>(ig)%mi&MM&itx*mm 
m~wm\.oo» mKf£z>£?Kmmu mo o C(Dmmx5^mm^mm^mm^ 

Itfto ^m^tJ^mmW-m^WW- (PET4 11 m/40glS*) XW\ \ 3.2 X 3.2mm ( 
10cm 2 ) (Dmnm^yhVX. MM (^^&: lmg/10cm 2 ) ^rf^Lfc 0 
[0063] mMW5(5): 

v-yn-V^^KQT^Ol, ^^—^>^±m) (74g), 3z^/^A(KE-311, 

^JiKb^xUffiSD dog), am^fp^k7K«^(T^vp-ioo, ^jiKb^ 

Itttl) (10g) , tW/Wa-/KH *M*t§!i) (2.5g) , ^n^hv(^f#fb 
^±M) (2.5g). ^J;W^7^V^(lg)^^^^Ttt*#^PSi^c 

o ^w^^y^-^aLfc^^-cxw^iooAim)^^, nm^mw 

*#Lfc)|W#f£ffi^##: (PET5 m/20g^fg^|T) "C^V \ 3.2 X 3.2mm (10c 

m 2 ) (Dmnm^yhvx^ mm img/iocm 2 ) zi^rnvfco 

[0064] ^»!)5(6)~5(13): 

^^^^(lg)^oj;^3^i-^ffl^lJS^fflV^, ^»!|5(1)~5(5) 

^^dS^-r^^^oT, X 3.2mm(10cm 2 )©H^f(DS|lJ (^ 

^t:lmg/10cm 2 ) Srf^Lfc„ 
[0065] [^3] 
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m 3 





^rnmmm 






5 (6) 


iWj 77" i'-Iii J. y i' y yy i. : (3g) 
y -Y y y y u : (7 g ) 

S I S (20g) 

p v ? >n-.X-/- /l" (10g) 

0il^fSfp^fb7K*«jg (20 g ) 


MIf)^7"7 -i > (34g) 

-Jr W /^■7/^ — /u- (5 g ) 


5 (7) 


,s;y r-i'prrf. y f y yy i > (3 g ) 
{£5>y *y y y y y y u< y (7 g ) 

S I S (20g) 

d y yxxr /KlOg) 

ffitatBsffifn ^ f t*3f 8?J!£ (20g) 


a^7 7^ : (34g) 

ti-y >-st(5 g ) 


5 (8) 


ffi -y r-Nti. y r y yy i. > o g ) 
{&57-y»y y r y 7'f l > (7 g ) 

S I S (20b) 

P V 5 yx X 7- /!✓ ( lOg) 

SIS^^fn^'ft;7K*»ll(20g) 


- - 7 •/ >-(34g) 
y p y ^ 1- > (5 g ) 


5 (9) 


SS^T-ftjtf y { y •/•/- 1 y ■ (3k) 
ty> y r y -/f u > (7g) 

S I S (20g) 

pyyx x 7- ( 1 0g) 

IalS^#aftR?{b7l<^W§H (20k) 

!i n -y^K /./Tv | M \ i_< /J ^ I j-fj /J J=J \ ^ ^ £> / 


<-': ; J)j 1" > (34g) 
yy >gf (2. 5g) 
y n y ? h > (2. 5g) 


5 ( 1 0 ) 


tt'/> j--i,t:J: y f y 7^ L > (3g) 

(A)/ 1' f iir r j - y 1' y y ^- l > (7 g ) 

S I S (20g) 

p i? > 31 ^ ~jr rv (lOg) 


Scty^y y -r y (34g) 

fL^-try/W(5g) 


5 ( 1 1 ) 


,wi V/ I'-;,!::!; y f y y^f- i :, (3 g ) 
fg:5>y»7j? y y y y y- 1 > (7g) 

S I S (20g) 

mmnf&$nmkA<m mm (2o g ) 


ii^7 7 7 > (34g) 

fLgg-ty/w (2. 5 g ) 
yy h y (2. 5g) 


5 (1 2 ) 


i-.yy r-iity- y y y y y i > (3 g ) 
t± )> r- y r y y y i > (7 g ) 

S I S (20g) 

p y > -D.- ;x ~r iv ( log) 

mmmmumt7i<mmm (20 K ) 


ftiM'*?? 4 y (34g) 

h y ri?y>-(5g) 


5 (1 3 ) 


,s,y r-Hhi: y y y yy i > (3 g ) 
fyy !' «!•:]: y y y y y i y (7 g ) 

S I S (20g) 

n y > --n,x^/L'(10g) 


WM^^y 4 y(34 g ) 

h y 7'4ry-> (2. 5g) 

y p * 5 h y (2. 5 g ) 



[0066] ^IW(l): 

i^^y-*^yyyy^yy(t-^^y^MML-ioo, ^yyy{b^l±M) (3 g ), fg 
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^i^W^fW^^V- /VB12SPN, BASF^-r^N^liM) (6gh ^W^- 
^y^V^-^l/^n^^Jtm^#:(SIS5229, B^J^A|±$£) (20gh 

100, ^jiKk^xmi±M) (2i g )^oJ:^»]^^^^(^y^h-/v352, **sf#M 

) (37g) Id, rtt^>»J^^^{5^#m*(D^f-^^Px.-C^#^bf' (A$0 o 

^^^v-^ (i g ) ^y^^M-y^ntw (5 g ) &m&u 9o°cxmio^mm 

&l00g/m 2 t1rZ)fcbb, Wf«^>y=i— ^%mistd54~f— (PET75 ix m, 

^vw^qxtttsi) X^, ^m^mW^Jioo ix mtofes £5 lc £ tb^xigg 

/^R8Wfr)-C«V\ 3.2 X 3.2mm ( 10cm 2 ) (DM^C^JXT, M^J(Xj^^*: 
lmg/lOcm 2 ) ^rf^bfco 
[0067] !|6 (2) ~6 (5) : 

#<£>S^<HtoT, §^lj (±fi!c^t:lmg/10cm 2 ) ^#lLfc 0 



[0068] 







mmm 




6 (2) 


-3fl/s(;V~T;Vzi — ;v (5 g) 


6 (3) 


mm* w >m ( e *t&m#M. 5 g ) 


6 (4) 


^D^; h V (5 g) 


6 (5) 


fLS^^A- (5 g) 



[0069] H»!|7(l): 

^^xs^y-ry^w>-(t^^5/y^MML-ioo N ^yywbl**±M) (3 g ), {£ 
^xM* 0 y-fyy^i^e*vv— ^bi2spn, basf^/^^m) (4 g )^^i^^- 

^yy P ^^-^l/^ti^y*m^#:(SIS5229, 0*^=fA|±M) (20gh 
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loo, m\\it^m±md (2Qs)^ximm^y^m^v-^52, 

) (38. 5g)i^ ^fhhmmm^mtmmm^^^^xmwmm^iAm 

) 0 -r^^^^(ig), N-^/v-2-t°nyK^(3 g )*Dj:t>Vtitv^yr3— 

AmzM^xmwmrn&uto *f«*£ioo g /m 2 <H-3/cfe, mw-m^v^ 

-yMLfc7-ft- (PET75 ju m, JfC^^/VivtoXltSD -Li^ 8$l&tf>J¥#.tf5 

MLfc 0 m>m^t^mmwm^nw-(vvT/^m^)xm\\ 3.2 x 3.2mm (io c 

m 2 ) (DE^^^TJ^hLT, M^PJ (X/&5h^S: lmg/lOcm 2 ) SrfftgiUho 
[0070] ^ife^7(2)~7(31) : 

^5*5j;^6^fB«(DA^*Dj;tJ«B^fflV>-r, H»!J7(1) bmm^m^ft o 

T\ $t#J(^&9^*:0. l~lmg/10cm 2 )^ftMUfc o 
[0071] [^5] 
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B# r-iM< y -r y y'y- ( g ) x 
fiiy> r-'ibK y •< y 1- > ( g ) ,/ 

SfS (g) /x.X77V^'^ (g) / 

)ili^^^?u^fb./k4l#J)m (g) / 

^iftj/ A-y 'V f >' ( g ) 


mm (g) 


•r y^ 7 y y ( g ) / 

tfu l) K> (g) / 

•/ w fcf i- > y u -i - -/i. ( g ) 


7 (2) 


3/4X20/2/26/37. 5 


Mitu <>m (i) 


1/3/2. 5 


7 (3) 


3/4/20/2/26/35. 5 




1/3/2,5 


7 (4) 


3/4/20/2/26/35. 5 


y-fn (3) 


1/3/2. 5 


7 (5) 


3/4/20/2/26/35. 5 


^- i- -f /i-r /^"^ -/i. (3) 


1/3/2. 5 


7 (6) 


3/4/20/2/26/35, 5 


^ n 9 >; h > (3) 


1/3/2. 5 


7 (7) 


3/4/20/2/26/35. 5 


SJH^/i" (3) 


1/3/2, 5 


7 (8) 


3/4/20/2/26/35. 5 


h y T-fer^*^ (3) 


1/3/2. 5 


7 (9) 


3/4/20/2/26/36. 4 


mm^^4 >m (3) 


0. 1/3/2. 5 


7 (10) 


3/4/20/2/26/36. 3 


ftSt^yi (3) 


0. 2/3/2. 5 


7 (11) 


3/4/20/2/26/36 


mm^u^^m (3) 


0. 5/3/2. 5 


7 (12) 


3/4/20/2/26/35, 3 


aituyyt (3) . 

BHT (0. 2) 


1/3/2. 5 


7(13) 


3/4/20/3/26/37. 8 


BHT (0. 2) 


1/5/0 


7 (14) 


3/4/20/3/26/36, 8 


ffiWt- f > K (1) , 

BHT (0. 2) 


1/5/0 


7 (15) 


3/4/20/3/26/34. 8 


«ffir4-u-r VBS- (3) , 
BHT (0. 2) 


1/5/0 


7 (16) 


3/4/20/3/26/34. 8 


BHT (0. 2) 


1/8/0 


7 (17) 


3/4/20/3/26/33, 8 


^to-W>«- (1) , 
BHT (0. 2) 


1/8/0 



[0072] [^6] 
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m b 











r- y -r y -/•-/- u- > ( g ) / 

SIS (g) /x.X77V,f/iN (g) / 

flgi^^fPSYt:**^^ (g) / 
^"ilJi-^ v v -r > (g) 


wtsm (g) 


Y ^7xf y> (g) / 
N ^ /L- 0 

t:u 'J K> (g) / 


7 (18) 


3/4/20/3/26/31. 8 


BHT (0.2) 


1/8/0 


7 (19) 


3/4/20/3/26/39. 8 


BUT (0.2) 


0. 5/0/3. 5 


7 (20) 


3/4/20/3/26/38. 8 


»*M-wf (l) , 

BUT (0. 2) 


0. 5/0/3. 5 


7 (21) 


3/4/20/3/26/36. 8 


SM^-f^St (3) . 
BHT (0. 2) 


0. 5/0/3. 5 


7 (22) 


3/4/20/3/26/38. 3 


BHT (0.2) 


0. 5/5/0 


7 (23) 


3/4/20/3/26/37. 3 


w§^-t--f >m (i) N 

BUT (0.2) 


0. 5/5/0 


7 (2 4) 


3/4/20/3/26/35. 3 


mm^u4>m (3) , 

BHT (0. 2) 


0. 5/5/0 


7 (25) 


3/4/20/3/26/40. 8 


BHT (0.2) 


0. 5/2. 5/0 


7 (26) 


3/4/20/3/26/39. 8 


WJRaf-Wf^Bf (1) , 
BUT (0.2) 


0, 5/2. 5/0 


7 (27) 


3/4/20/3/26/37. 8 


wsa-w^sft (3) , 

BUT (0.2) 


0. 5/2. 5/0 


7 (28) 


3/6/20/1 1/23/29. 8 


wsm- wr (3) . 

BHT (0.2) 


0. 5/0/3. 5 


7 (29) 


3/6/20/11/23/27. 8 


BHT (0.2) 


0. 5/2/3. 5 


7 (30) 


3/6/20/11/23/27. 8 


ttlti^-fyi (5) , 

BUT (0.2) 


0. 5/0/3. 5 


7 (3 1) 


3/6/20/11/23/25. 8 


(3) , 

BHT (0.2) 


1/0/7 



{Sa^aatfMy^V^rtfvV— /1^B12SPN, BASF^^tfJi 
:nX7VV#A:KE-31U WK»XMStfcSI 

BHT : i^^/VfcKndrv'h/]^c>' 
[0073] HJg$j8(l)~ 8(12) : 
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[0074] [^7] 

* 7 





AW 


B tft 




iii '/> TibK u f y -yy- l.- > ( g ) y 
IS.^ T-S^ » -f y -/y- l.- >■ ( g ) / 
bio i, k / / 7j i g i y 


mWw ( g ) 


Y ^7xty>' (g) / 

n — y y-^ - 2 - 

trn y k> ( g ) / 

7'n tVy^'J - • 'U (g) 


8 (1) 


3/6/20/1 1/23/30 


1Vi$^-r -< >- ffe (3) 


0. 5/0/3. 5 


8 ( 2 ) 


3/6/20/1 1/23/28 


»»tL/.^ X8 (3) 


0. 5/2/3. 5 


8 ( 3 ) 


3 /6 /20/1 1 /23 /28 


ftJt^-f >* (5) 


0. 5/ 0/3. 5 


8 (4) 


3/6/20/22/23/17 


*ffSr4-W Y >lt (3) 


0. 5/2/3. 5 


8 (5) 


3/6/20/22/23/17 


tt»*u-*f >8fe (5) 


0. 5/0/3. 5 


8 (6) 


3/6/20/22/23/15 


(3) 


1/0/7 


8 (7) 


3/6/20/17/23/22 


fifM*^^* (3) 


0. 5/2/3. 5 


8 (8) 


3/6/20/22/23/16, 8 


Mfltx f > (3) , 
DL— a — h - • y -y 
(0. 2) 


0. 5/2/3. 5 


8 (9) 


3/6/20/17/20/25 


WSbf-W^K (3) 


0. 5/2/3. 5 


8(10) 


3/6/20/17/20/24. 8 


(3) , 

BUT (0.2) 


0. 5/2/3. 5 


8 (11) 


3/6/20/19/19/23. 8 


W ^gfc (3) , 
BHT (0. 2) 


0, 5/2/3. 5 


8 (12) 


3/6/20/17/20/24. 8 


ftltw^i (3) . 

DL— a — h ^ 7/ ^ U7 — yy 
(0. 2) 


0. 5/2/3. 5 



SIS : ^fvy • y yyVy • nyf&M&fc (SIS5229. 0 ^-^^A|±M 
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BHT : ^^-/VtKndr->h/V3i^ 
[0075] mmM9(l): 

>>y=3— ^^jjg(Q 7 _450i^ FV^—^ytfttM) ( 74g) , ^.^r;ViJJ^ (KE-3 1 1 „ 

m;iKb^x^|±M) dog), J!gm^fP^>fb*^»JJi(T/^^p-ioo, miiKb^ 
X^tfcSS) (7g), iStWyi(B*lim 3gh N-^/V-2-fc°pyR^( 
2gh :/mfV^y=i-/K3. 5g)*5j;W^V^^(0. 5g)^^^$-fr-C 
tt*##:^MMbfc 0 tt^W^^y^-^aLfc^ (_Lff IftlOO m) ± 

^Mbfc^##:ffi^m*(PET5/z m/20g^»)-eSV> x 3.2 X 3.2mm (10 
cm 2 )(OE^^t^s/FLt, §!^J(h^^*:0. 5mg/lOcm 2 ) &Hm\JZo 
[0076] ^W!|9 (2) ~H»!J9 (8) : 

»§w-w^<7>ftt><9^ ms^mm^^m^x, mmw^iDtmm^m 

MoT, ^J(^^*:0.5mg/10cm 2 )^#^bfc 0 fcfcfU DL— a 



[0077] 



3g8] 








9 (2) 


mm* ism ( b *mm#M. 3 g > 

DL- a - h37iP — /V- (0. 2 g ) 


9 (3) 


L V Tir^->- ( 3 g ) 


9 (4) 


h y Tir^> (3 g) 
DL- a - h37xD —IV (0. 2 g ) 


9 (5) 


ILHtf^ (3 g) 


9 (6) 


fL^ir^/i- (3 g) 
DL— a - b^^^P — (0. 2 g ) 


9 (7) 


y>ru4 sv7;v=i— ;v (3 g) 


9 (8) 


t^;V7^3^^ (3g) 
DL- a - f37iD — /V (0. 2 g ) 



[0078] mfemi-MfcMT&'MWi 
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a£tt^TW^S>M7iifft, HWY strain, ti=4)(Dl8mi6SlUffe^BCM&. 77>y( 
Franz) It/Ki#1.5cm) \Z.m%Ut, ffffE<D||Jfe#|l, 2, 3 (1) ~ (13) „ &£Xf4 

(D±Ma-iiomMV >mMffiwt (pH6.o) £Mut Q m^^}i^M&.mw±^hv 

#7^:TSKgel ODS-80TM, 
#^M&S:50°C, 

&W)m : O.OlMy^zK^ : T±b^hV^ = 73 : 27, 

*|ffifcK:220nm, 

^v^iXaV'S : 80 m U 

£kT<Dm9iZ.mir£5K, ^«!J6(3), 7(1)~7(4), 7(6), 7(9)~7(12) 
, 7(15), 7(18), 7(20)^7(21), 7(24), *5j:t^7 (27)— 7(31) -CM^b^lM^J 

[0079] [^9] 



WO 2006/082888 42 PCT/JP2006/301759 



9 





2 6B#P1^^mfSpfilfl: 
( ^ g / cm") 


6 (3) 


31. 3±2. 2 


7 (1) 


28. 6±1. 9 


7 (2) 


34. 7 ±3. 8 


7 (3) 


19. 9±2. 6 


7 (4) 


15.6 + 1. 1 


7 (6) 


14. 9±4. 9 


7 (9) 


8. 0±0. 5 


7(10) 


14. 2±0. 5 


7 ( 1 1 ) 


24. 3±0. 1 


7 (12) 


26. 3±2. 2 


7 (15) 


29. 8±1. 0 


7 (18) 


18. 4 


7 (2 0) 


14. 9±1. 9 


7 (2 1) 


29. 8±0. 6 


7 (2 4) 


22. 9 + 0. 3 


7 (2 7) 


18. 2+1. 5 


7 (2 8) 


35. 7 + 3. 4 


7 (2 9) 


41. 8±1. 6 


7 (3 0) 


44. 8 + 3. 4 


7 (31) 


50. 1 + 1. 3 
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[0080] &mM2:m&G8m?&k 

«H4^^(5j1#, Yucatan micropig. n=3)(D^Jt^5cmE^(D^:#$^§] 
m (pH6.0) KmisfcVMT7^/^— (t^25mm, tf?T— 1MX0.45 n m) _h^ N 

SiJg|bf'^^(D^ 0 mBl±fc^w<DWm}$:%kmtf. yy^yiFv^m^v 

H»j2cDM^J»ll»M*»¥^fft«10.27^ g/cm 2 -e&ofc 0 ^ 

[0081] 

^^7xtv/y(25mg) , ^UV-ry^UV-^UV^t25/^*m^#:(0.9875g 
, SIS-5002, B^&)&^M±M)&£X$Mm&tii/^^^/u(^^/Pl?J>>) (l. 
2375g. KE-311, mjIK^XJtttM) &£X$V)^l/Wt4yy°ri\iyV {I25xng) % 

— (Scotch Pack 9742, ^U— ^A^/V^T|±M) _h^, J¥^^ (^1125 m m) 

xok, Tzfvtr—#—&m^xmmi,iz 0 *m t Mfcm&mm.m5o~6o o c)x\ 20 
^ra^bfc 0 mmummmwm^mm^- -?m\ i5mm#a.766cm 2 ) 

©R^^hLT, M3<J lmg/10cm 2 ) SrtfsJBiUfco 

[0082] RW!|3:Jk^^S 

lttt--TW^:yMlOMtp, HWY/Slc, n = 6)<Z)J^§|^Jt£®M^y#>"T?3y 

6. 9. 24, 32*5J;U«48B#^^, «c|TF, SffW^^^y^SLfc^y^ntV 
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M^'7xt^y©A^is (ng/mD %nmu 6^<D^mmnm^tc 0 
mmm4(3)xmM^fcMMi^ m^&48mm<Dikrpm&m.i52±o.o49n 

g/mL~0.766 ± 0.594ng/mL(D^|g-e#^#J&jfiL *PWk&&^VtCo 

IUfeW(15) % 7(21), 7(24)*5j;U?7(27)~7(31)-e^bfc^^IJ^, ^ 

io-e^i-*BH-e#^^jfli^ms^bfc 0 &3b\ Hite$l7(i5), 7(21), 7(24) 
*3J;tf7 (27) ^KagUfc$8&li;:ov vrtt, tfrlB»ag^felcj;oT#^j!K!ISr2 x 2 
mm (4cm 2 ) ©H^^fctfyhUfcfctfKSrfflV ^IfffiL^ ^lifeW (28) — 7 (31) « 

[0083] [^10] 

iio 





iil^iftJS (n g/mL) 


7 (1 5) 


0. 052±0. 056—0. 481 ±0. 280 


7 (2 1) 


0. 092 + 0. 061 — 1. 225±1. 060 


7(2 4) 


0. 182 ±0. 165 — 0. 635±0. 408 


7(2 7) 


0. 037±0. 033—0. 538 + 0. 351 


7 (2 8) 


0. 469±0. 275—3. 081 ±1. 578 


7 (2 9) 


0. 401 + 0. 349—4. 713 + 3. 919 


7 (3 0) 


0. 577 + 0. 295—5. 273±3. 772 


7 (3 1) 


0. 913±0. 464—5. 912 + 3. 058 



[0084] p&iM4 : ^TUX^h&N—lkfflWL&iDfm 
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Pharmacol. Exp. Ther., 83, 377~390, (1944)#J$] ^l£oTflMffiLfc 0 
[0085] Dgll] 

mil 

a. m&mfm& m-& 

HMJ: L 0 
:'<6S»W K>o kW&hH&miM) l 

b. nm 

&Mte b o 

cp^Jg^ P> g^V >if-M (Mi 1 mm5S «9 o T V > 6 ) 3 



[0086] #^#:o¥^fF^^Wbfc 0 £bfc&&i£<D¥mt&**b&[kfc<D¥m?&& 

^l^X—ltkMWL^fv?^ (primary irritation index; P.I.I.) t\^tl 0 

P.I.I. = #*&#:<DTOf^tol^fff/6 
^ttE^te, (i)P.I.I.^O(Di:^«fiJ^tt^b. Gi)0^®x.-C2J^T^R$^iiV^iJ 
(iii)2^Mx.T5^T^B#^ c P^S^f"J^, Gv)5^fc3H#tt&V^»fc£ 

[0087] nmM5:v^Bcm-mmv£<Dtm 

m^^domm. fM2.oo~3.50k g )^fflv^c 0 ^#01110 (24n#^tfi) icw 
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4 (2K 4 (3) 3$£xfi4 (4) xm^vtcmnmxxj^m^MmmM^ ^tvetiiEftBzm 

k&m&M\z.J&ttU!&. =f^«lf&teiSLfc, IA#NFKW:24I^Mi:Lfc 

ran, m^mmm. jfa^&48mm&£Tt&^m2mm&<D&mBa&&mm^ 

, P.I.I.SrHCmu ±fEDraize<DS2p^^oTMbfCo ^^g^LTf*, ^ 
^^^HW-J4 (2) , 4 (3) *3j;tf4 (4) OM^J^C^-Ct^L-fc 

09^rf, IIJg^J7(29)*5j;t^7(30)-eB5tbfc^J. feit>^Mti©i 
tt^S^J^JE^jt^«^jt^48B#^I^#Lr^#(DKa^fofc^^, 

[0088] t**0fl6:*!f£F;*7fc«ft 

^?^xi>m$\ mumm (autograph ags-iknd ; mmmfmw &m^xm 

mVfCo tt&m<D98ffl (20mm X 20mm) ©ffltfffifd^lOmm©®»lC, *&JKjSft(tg25 
mm, S$ 100mm) <DS5a<^CSrl£0#tt, fe^/^fe^SJ^SO^f^gUc^y 
— /V»J|g$40f*tt*R(*B25iiiiri, 125mm, J¥£5mm) (D^ife^ ^S^Jtf)^ 

— 9— (850g)Srl5>ra300mm<D5£$-e, *M^J<7)-h^2[UMM£itrfc 0 r^VSr^TS. 
l^Ml00mmOa^$-Cjg^L-C§l#fiJd5L. ^lmmF^PB-C4[Hl^)#fi^iJ^b 

fc 0 m«\ mmwu(2)(DmMx^mm^240 S xh^fc o 

[0089] W»^7:*/l^yhJ!l33Jt5^JfiLtt»aiS©ai3e 
<BFJ»rtJEESISife> 

ftttStd : Hartley^ ^/V^yb ( B flc5£^*fc, ffifflR#»:6i!# 

. M340.6~488.0g)^r!7W^V^-C^Lfc o DW^iE^^D^m. W^^JBIK— 
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ytm. 9^y^yh Dx-100) ksnbu t>T ^ffiTyyi e^m, carri 

ER ANPLIFIER AP-601G) ZfrLXtftfeUfto M&WRKXT— ^vMtffAL- 
^ ;**=yvdO/zg/kg)<HNlRrt&-^U li«ISLf;„ J«M»M1; 
^O^m. ^^iti/yfi, 0.03, 0.1, 0.3/zg/kg/^T\^»O&Cfc^Mt 

50 50 

^jfiLcp^S^lng/mL-CfcofCo 

ISttStd : Hartley^ ^/Wty b ( 0 ^x^x/Vv'-ft^^lf, ^ffi B#Mtfi : 6Mf^ 
, #M340.6~488.0g)£?l^VfcTJftffi*U StffKl*^— \s&ffiAUto 

L-tCo ^^HRIfCOSlJ^^Konzett & Rossler&HC i«9fTo7c 0 ^/^yMr^^mL 
/animal, ^[H#:70[hI/^^TAXI^p^L, 3i^CJEE©^kS^CW^^a— HO 
B'JM^i-^^bfch^^^— (UGO BASILE, BRONCHOSPASM TRANSDU 

cer 7020) icj^jjueut, m^mi^T—'r^WAu ^?7^^%&mfo 

^&^LfcdOO/zL/kg/#)o lg«&^^75^, ^=xy^(10/ig/kg) 

-^oi^, -r^^oi^v-v^, o.o3, o.i, o.z ii g,/\zg/ftxmmzL)fc^tdw®m 

50 50 

5jfctt^Ste^lng/mL-e&ofc 0 
>fe*3. ife^^raj^^jfiLSIMV^LC/MS/MS^-CSlJ^bfCo 
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[0090] ^^j8:Mit^^J^ 

^^^iti/y (20mg) , SIS (790mg) & itfi^&n^V^TVV {^J-;Vi3 
A) (990mg)*5j:^y^^'i'y^°nt o /V(200mg)^nn7^/V^(7.5g) Ul^fc 
$-tt|Af##:^|@ilLfc 0 3|«#f*£yy— J*5M^-- (Scotch Pack 9742, J*y- 

Wfa^frMM^-}-— -C^V\ 3.2cm X 3.2cm (10cm 2 ) OIE^F^w^hbT, JRMSf 
¥«MS&MS[M£lJ (lmg/lOcm 2 ) £rf£®lL7c 0 
GOI (Stiff : ^ = 3 : 1, 3%4yy^7» i^STF, ^/V^hflf §B<D^£IiJofc 0 

y^^^ur^^u ^w^^y^i-^w^w^^-w^LT^b 

fc 0 Mf^-^-V^MAIIfi^ (Model SN-480-7, W7«if^0f$Si) Kg? 

^^i-§fcfe^^^#Mt-^a^»^vi/cLfc^y^^uv^^-^^#Ab 

/Co ^Gt!R*tKJ&}3:. Konzett & Rosslerife^J;(9$lJ;tUc 0 jBU&^mtit, AX 
P« [HlS&^giJillJS&^S^cbfch^^^V— i^— (BRONCHOSPASM TRANSDUCE 
R, Cat No. 7020, UGO BASILE) ^J^'J^U W=i— ^ (LINEARCORDER, WR332 

o, ?77^ y ?#M) Kmm^tco 

M t mUmKfc&M&1rZ>W\^ ^$V(l0mg/mL/kg)^»rtS-^Lfc o M 

[oo9i] xtBR^^^)^^^, Km^tbZ>m&w.ummmte, -f^7xtw 
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[oo92] %*mm9:&mm*m. 

hy/WM^«(7:3, 10mL)£;?jn;L, i5^mmt^ti 0 z.<Dm&m&fo&m(25o 

Orpnu 10^ffi)U TJS£i£^Uc 0 a«^WSy^-Tirh^hy/Wl^(7: 3, 
lOmD^Px., 15£ff9M£5Uc: 0 Ml^^^llf (2500rpm. 105^) U T 

) -eM3tb^M^J^it)fB (1) *3,fctf (2) (D^f^T##bTt , ^^73^$^©ftl# 
[0093] 3^51 W &Jtd=»fe<0!RlRtt3&SteV W^7it^, f IJ^tt^/>^< N 

COPD) Kh^mX&% 0 

[0094] imimnmu 2*5^3 (d -3(13) xm^tMm^m^riy^yv^m 



WO 2006/082888 



PCT/JP2006/301759 



immmm* (e) ~4do) ^mmu£MM<Dm&^7ux?yh<D&mmffixm<?> 

<5o 
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[1] ^^Lt04- (2-^;v-l-^yy;u) - 2, 2-^7x=/^f;VT5 
K*3 i Wffl&IS&ISr^TU TIB (1) ~ (2) ©/>^<tt-o®^f^lfcLTV ^ 

( 1) lMM * £fc f* 1 dl^^J »^j£#^«#^)0. lmg~^J 1 Omg-Cfe^ , 

(2) ^^$^^ji cm 2 ~^j300cm 2 -efc^ o 

mfrbm&nz m^±^^ , (nmmm&.mm^iM^N-^/v- 2- t°ny k>\ 

hyTir^V, yn^K^, fL^Hr^/K T^tVt^y^nfcVv, ^W^L 

[5] %mM*k (O^^-^yy'^'^^y^y^m^^xxiti^^mm^ 
©a^^*, ^tcn(vi0^u>^'4yy'u>''^u^ti^y^m^i^ 
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m^-a-fc^r-efct), (n-i)mm>mm&M®M&N-^/v-2-\i°tiW^, ^atVy 
£\ Gi-2)^i»{M»J^hyT1?^^ yn^h>\ fLBHr^vK tf-WVfik £fc 

^ ^n^b^, fL^ir^vK tiris4>Wt* *fcWW;V7;^- *fc 
[8] (O^^J^^i/^.^y^V^-^^l/^n^^JkM'^f*:, zKy-ryy^i^:^ 

[10] Mll^tt^*M^(i)^»]^^y^, *5j;mii)N-y^-/v-2-t 0 nyK^J:^ 
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H3H:|B«©fiK!lo 

[i2] zhK, m&mfti'RmMtettLx, mo. oiwm^miommwzt^/vw 

[13] g&HSL *;fctt?S^£#f^^©i®#g!0>4- (2-^Vv- 1 — f^Vy/v) - 

o 

[14] 4-(2-^/V-l— T^Vy/V)-2, 2-v > 7^/V^/VT5K^)iL4 I M^ 

0 59~^2 0 59, ^lOpg/mL—^JlOng/mLOfSH-e^l^Fi-S 

[is] iM^J-e^ff^cDtSHi^fBfc^M^Jo 

o 

[17] ^7^^-^J*fc^^5/^J^§ft*(^f5ffll5f3:fB«(DM^Jo 

[is] mmmmm^mmm-m^m. ws, itttw*ttM^s*3J:t^^ttj»^^p 

[19] 4-(2-^/V-l— T^Vy/V)-2, 2-^:?^/K/^/VT^R£*^c^L 
. (i)^^l»ft§l5^L-C^J25«a§R~^160«ftg|5(D, ^U^-^y^U^ 

mkfc m mm <nm^frit a ^^^f^^j N go^^ i jc*§p ^lt^j 2o« 

(v)^)$ft<Dlk^m&&& J *Wit)^m.5 0 ThI— ^32 0 m. m0pg/mL~^3ng 
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(1) l®gRl * £fctel UlS^fO rp<D^%hl$fr^m$mO. lmg~^2mg^&5, 

( 2) ^ $ flSJft 1 cm 2 ~^j40cm 2 -efe^. , 

(3) J?£Mj20/z m~^200/z m-efc§ 0 
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